Background: A survival advantage associated with obesity has often been described in dialysis patients. The association of higher body mass index (BMI) with mortality and renal replacement therapy (RRT) in preterminal chronic kidney disease (CKD) patients has not been established.
Introduction
Obesity was one of the major themes of World Kidney Day in 2017 [1] . Over the past two decades, a multitude of observational studies have illustrated that obese patients on renal replacement therapy (RRT) have better survival than those with normal BMI. This concept of "reverse epidemiology" has also been observed in patients with heart failure, chronic obstructive pulmonary disease, liver cirrhosis and metastatic cancer, as well as in the geriatric population [2] [3] [4] [5] [6] [7] . Recent studies have confirmed this "obesity paradox" in contemporary cohorts across different ethnicities and races, as well as different geographic regions on the world [2] [3] [4] [5] [6] [7] .
In a multicenter prospective observational cohort study of 2833 patients in Korea on maintenance hemodialysis, individuals with higher BMI had better survival over an average follow-up of 24.2 months [8] . Some groups have also reported that obesity in non-dialysis dependent CKD was associated with lower risk for all-cause mortality [9] [10] [11] [12] [13] .
We recently showed that patients with chronic kidney disease (CKD) in three metropolitan public renal practices in an Australian setting had strikingly higher rates of obesity than the general population [14] . We described the cross-sectional associations of obesity with clinical characteristics [14] , but we did not report the outcomes of RRT and death without RRT in the context of BMI. Here our specific objectives are to examine the association between BMI and death prior to RRT and starting RRT in this same cohort, followed for up to 5 years.
Subjects and methods

Paticipants and variables
This is a longitudinal cohort study. Subjects were drawn from a group of 3382 patients with CKD under renal specialty care in three major metropolitan public hospitals in Queensland, Australia. These CKD patients, who were not receiving RRT, had been enrolled, with written informed consent, in the CKD.QLD registry, which began in May 2011. However, we did not include the 38 people with BMI < 18.5, suspecting that some could have been underweight as a consequence of serious morbidities coexisting with their CKD, which might confound our interpretations of findings. Thus a total of 3344 subjects were included in the analyses.
Exposure variable and outcomes
The exposure variable was BMI at baseline, which was grouped as normal BMI (BMI 18.5-24.9 kg/m 2 ), overweight (BMI 25-29.9 kg/m 2 ), mild obesity (BMI 30-34.9 kg/m 2 ) and moderate obesity+ (BMI ≥ 35 kg/m 2 ), as defined by WHO criteria [15] .
Outcomes were all-cause mortality without RRT and starting RRT. Participants were followed up from the date of their consent until death or starting RRT or censoring on 30 June, 2016.
Co-variables
Co-variables included as potential confounders in multivariate analyses, based on data availability and results of univariate analyses-based associations with outcomes, included -Age at consent: artificially categorized as "higher"
and "lower" by median values -Gender: male and females -CKD stages at baseline: according to the National Kidney Foundation criteria [16] [17] . In the analysis, IRSD scores were grouped into quintiles (i.e. highest, high, middle, low and lowest) where the highest quintile represents postcodes with the highest IRSD scores (the least disadvantaged areas) and the lowest quintile represents postcodes with the lowest IRSD scores (the most disadvantage areas).
Statistical analyses
Crude incidence rates of mortality without RRT and starting RRT were compared across gender and BMI categories. Cox regression modelling was performed to determine hazard ratios (HRs) for mortality and starting RRT by BMI categories and other co-variables. All analyses were undertaken using Stata 14. 
Results
Sample size and characteristics of cohort
Of 3344 CKD patients with baseline BMI data, 46.9% (n = 1567) were females and 53.1% (n = 1777) were males. The age of subjects at consent ranged from 18 to 100 years old with median of 68 years (67 and 68 years old for females and males, respectively). Only 7.1 and 11.9% patients were at CKD stages 1 and 2 respectively, stage 3 (A + B) accounted for 50%, while stages 4 and 5 accounted for 24.5 and 6.6%, respectively. Renovascular diseases (30.4%) and diabetic nephropathy (23.9%) were the two major primary renal diagnoses. Association of overweight or obesity with mortality and starting RRT
The outcomes of this CKD cohort were followed up until June 2016. The total follow up was 12,087 person years for the 3344 patients, with individual ranges from 0 to 5.5 years. The mean and median follow up years were 3.6 and 3.9 years, respectively. A total of 413 people died without RRT (234 males and 179 females), and 219 patients started RRT (143 males and 76 females). Among those who died without RRT, primary cause of death was reported as cardiovascular events in 61%, cancer (all types) in 17.1%, and end stage kidney failure (ESKF) in 22%.
There was no significant difference in the crude incidence rate of death without RRT (per 100 person years) between males and females (rate, 95% CI: 3.66 (3.22-4.16) vs. 3.15 (2.72-3.64), p = 0.246). However the crude incidence rate of starting RRT was significantly higher in males than females (2.34 (1.90-2.64) vs.1.34 (1.07-1.67), p = 0.001). As shown in Fig. 1a , the crude incidence rate of death without RRT was significantly higher in male patients who were normal weight, (5.43 (4.22-6.97)) compared to those who were overweight (3.48 (2.77-4.37), p = 0.022), mildly obese (3.01 (2.29-3.95), p = 0.007) and moderately obese+ (3.31 (2.49-4.41), p = 0.033). There were similar trends in females but the differences were not statistically significant (Fig. 1a) . Analyses also show that the primary cause of CVD, cancer (all types) and ESKF death was not significantly different among BMI categories (data not included). Figure 1b shows that the crude incidence rate of starting RRT per 100 person years was higher in patients with normal weight compared to those who were overweight, mildly obese and moderately obese+ in both males and females, but the differences were not statistically significant (Fig. 1b) .
Kaplan-Meier survival curves with associated risk tables ( Fig. 2a and b) show the higher rates of death without RRT in older subjects (here expressed as ≥ 68 years of age at consent, the group median age), and amongst older males, with a significant difference by BMI categories (log rank test P = 0.009) (Fig. 2a) . The probability estimates of Kaplan-Meier survival curves for death without RRT at 5-year follow up were 0.51 for normal weight and 0.66 for both overweight and mildly obese males, and 0.70 for moderately obese+ males aged ≥ 68 years. There were no significant differences in female survivals by BMI category (Fig. 2b) . Kaplan-Meier survival curves for RRT show higher rates for younger than older people, and no significant differences by BMI category in males or females (Fig. 3a, b) .
Of 3344 CKD patients with baseline BMI data, 50 males (2.8% out of 1777 males) and 37 females (2.4% out of 1567 females) were excluded in the multivariate models due to the missing data for some co-variables. As the means of age and BMI were not significantly different between those missing patients and those patients in the models, the bias due to missing data in this study were ignored; thus a total of 3257 CKD patients were included in the final models. Those co-variables that were significantly associated with the outcomes in the univariate analysis were included in the final multivariate models.
Using people of normal BMI as the reference group, and after adjusting for age, CKD stage at consent, primary renal diagnoses, comorbidities of cancer, diabetes, PVD, chronic lung disease, CAD and all other CVD, and for IRSD quintiles, the hazard ratios (HRs, 95% CI) for death without RRT in males were 0.65 (0.45-0.92, p = 0.016), 0.60 (0.40-0.90, p = 0.013), and 0.77 (0.50-1.19, p = 0.239) for the overweight, mildly obese and moderately obese+ respectively (Table 2) , and for females were 0.96 (0.62- (Table 5) .
Discussion
A larger proportion of the non-dialysis CKD population in this Australian study is overweight or obese. Fifty one point two (51.2%) percent of subjects were obese, compared with 28.4% of a contemporaneous National Health Survey (NHS) sample of the general Australian population [18] .
Even patients without diabetes in our CKD study population were notably more often overweight or obese than the NHS sample population [14, 18] . Although obesity is widely considered a health risk [19] , when followed for 5 years, overweight or mildly obese patients in this cohort of patients with CKD, particularly those males who were above the group median age of 68 years at enrolment, had a significantly lower risk for death without RRT than males with a normal BMI. There were no significant associations between higher BMI and starting RRT in either males or females.
The phenomenon of lower mortality in older males with CKD who were overweight or obese is consistent with recent studies in which dialysis patients of higher BMI had lower rates of death than those of "normal" BMI, termed the "obesity paradox" [8, 20] . The explanation for this phenomenon remains elusive. Does it represent exacerbated mortality risk in "normal" BMI patients and "protective" factors in overweight and obese subjects, or contributions from both [21, 22] ? The phenomenon persists with adjustment for age, so that lower BMIs in older patients are not the major explanation. There were no clear differences in "cause" of death by BMI category, with about 60% in each BMI category dying with cardiovascular conditions, comparable percentages dying with cancer (about 16%) and marginally fewer people of normal BMI (17.0%) dying with ESKF than those of higher BMIs (23%). The association persisted after adjustment for all the common co-morbidities that were independently associated with mortality risk.
Some have speculated that overweight or obese CKD patients may have better and more frequent care than others, and have adopted a healthier lifestyle. However, the standard settings and policies in these major public specialty CKD practices make it unlikely that normal weight CKD patients are relatively neglected in these domains of health care. Similarly, better nutritional status in those CKD patients with higher BMI may conceivably be a protective factor for mortality. However, no data of nutritional status were collected in this cohort. Others propose that CKD patients of higher BMI may better tolerate the side effects of some interventions [23, 24] . We note, too, that the patients' BMIs in our report were ascertained more than 3.5 years prior to death on average, and might have changed substantially since first measured. Weight loss is common with progression of kidney diseases and BMIs close to death might have been substantially lower than documented on recruitment into the CKD.QLD cohort [23] . It has also been argued that, because CKD patients are more likely to develop fluid retention, BMI might not be an ideal measure for examining the risk in CKD [23] , and using both BMI and waist circumference (WC), which reflects visceral adiposity, would better represent the associations between [21, [25] [26] [27] [28] [29] . Some of these factors seem unlikely to be major contributors to this phenomenon. There are undoubtedly also unrevealed confounders affecting this association. Given that this "reverse epidemiology" applies in many settings, groups of patients and conditions, CKDspecific explanations can have only limited applicability. An intuitive explanation might be that, in a population where most adults are overweight or obese, the presence of lower or "normal BMIs" can flag significant health disadvantage or frank illness for a substantial proportion of people. Our exclusion of patients with BMIs < 18.5 in this analysis would not entirely mitigate against this influence. Major strengths of this study include the large cohort of well-studied CKD patients, followed up for 5 years, the availability of data on all-cause mortality without RRT and on starting RRT, and ability to adjust for some important comorbidities including cancer, diabetes, PVD, chronic lung disease, CAD and all other CVD, which are potentially related to the risk of mortality. Their continued follow up will expose more findings over time, as numbers of death and RRT starts increase. However, it should be emphasised that these CKD patients do not represent the general community-based CKD population, as this cohort is selected for severity by being already referred to renal specialty practices. In addition some other confounders that may affect the associations were not included in our analyses.
Conclusions
In summary, more than 80% of these CKD patients were overweight or obese. Higher BMI seemed to be a significant "protective" factor against death without RRT in males, but there was not a significant relationship in females. Higher BMI was not a risk factor for predicting RRT in either males or female CKD patients. 
